Cleavage sites: Pays 

a u 

Linker 




APP 
APLP1 
APLP2 FS 



I[SHGWEVI^^TPEERHI ^KM QSKGYEMPTYKF^O^" 
I S HG WE VD PMLtBeeJ^lSSHoPHG YEN PT Y 3fLe33! [ 
I S HgHvE VD PMLT PEE RH L SKMQSjHG Y ENPT YKBLEQMQB 



Fe65 binding region 



Figure 1 




Figure 2 



124- 



8 ioi- 



52 
36 



(3 10T 

J* 



52- 
36- 



c 
o 
(J 



Transfection 



CL 
CL 
< 



CL 
< 



CVJ 

CL 
—I 
CL 
< 




•<•* ..; v\ • — ^ - *' 



Anti- 
APPc 



Anti- 
APLPIc 



_124- 
S 101- 

S " 52- 
36- 



_ 124- 



%t&&iAl til ^! ! 




Anti- 
APLPIx 




Anti- 
APLP2C 



Figure 3 



BACE 
DAPT 

124 
« 101 
Q 

a. 



7- 



Control 
- 1 + 



Transfected 





FL 



APP 



CTFs 



124. 
S 101 - 
O 



1- 



124 
~ 101 

CD 

Q 



7 

124- 
~ 101- 

□ 



7- 





FL 




ItSfift ^ 
■ J^jNP iW** 'IJJ^Pj. ™ • 

- fjS? ■ ?§? 8fjr" jfS^ 




1 APLP1 
CTFs 



FL 

I APLP2 

CTFs 



FL 

I Nrxlb 



CTFs 



124- 
101- 



Q 



7 - 













FL 






ISvnCAMl 






CTFs 


1 | 2 | 3 | 4 


| 5 | 6 





Figure 4 




Figure 5 




APP 

1 375 494 TM 695 

Nrxip/APP EZZZZZM1 ////—— 

375 TM 

Nrxip* 



1 375 TM 468 

czzzzzzzzzzzzze az z 



Wt: EVKMDAES 
Sw: EVNLDAES 



B 



BACE 



DAPT 



113- 
93 



(0 

Q 

2* 



17 
84 



APP |Nrxip/APP 



-- + + - - + + 



- + - + - + 




1 |2 |3 | 4| 5| 6| 7 I 8 | 9TlO 



FL 



CTFs 



IT- 
S' 



c 


Nrxip 


Nrxip* Sw 


Nrxip* Wt 


BACE 




- - + + 


- - + + 


- - + + 


DAPT 


- + 


- + - + 


- + - + 


- + - + 


113- 
93- 

Q 


• y ■ ■ i% |n | 




•§§# 

mm 



■:. *•-•* v. -r - r— T^W 1 

1 1 2 I 3 I 4| 5l 61 71 8 I 9 |10|11 Il2 |13 Il4 



FL 



CTFS 



Figure 6 



BACE 
ADAM9 

113- 
92- 



1o 53- 
Q 



" 8- 

113- 
92- 



Control APP 

- 1 .5 1 - "^T.3 | .5 | -|-| - 

— | — I T .01 — I l-Ul 1 




_ #Pf iBr TT^- 



1 | 2 1 3 |4|5|6|7|8|9 



FL 



CTFs 
APP S 



Figure 7 





Control 


AP 


_P1 




BACE 




.5 






.3 


.5 








ADAM9 






1.0 










.5 


1 


113- 
92- 

'ca 53- 

Q 


/V ! '' -'^v; ",'Vv.- 


1A# 
<m2£ ■ 'ijii.r 


s 

yy 

ft 


s 


1 

IP 
~* 




L. 

5 8- 

113- 
92- 









113- 
92- 

113- 
92- 



- 53- 

CO 

Q 




8- 



113- 
92- 



11213 1 4 I 5 1 6 I 7 I 8 I 9 



FL 

HEK293 

CTFs 

APLP1 S 
FL 

HeLa 

CTFs 

APLP1 S 
FL 

COS 

CTFs 

APLP1 S 



Figure 8 



